® 0 *H#t*fr (JP) 

• &*4*it &m (a) 



© » m JCB £ n 
¥5-500176 



©IntCl. 1 

A 61 M 37/00 



7720-4C 



@£« ¥f£5^(1993) IA210 

s & m # 

(£ 12 JO 



81 ¥2-512701 
^ ¥2(1990)8^3 0 



©fcU Kg A 

®« 3® A 
0)& £ IS 



©1989^9^ 5 B@#!B(U S )<S)403,743 



@®S**llfctiB ¥4(1992)3 5 0 

@© m th m PCT/US90/04368 

®S»&SI*^ WO91/03271 

Gtrnmama ¥3(1991)3/3210 



777 • K^-fCf 4800 

• XT'?* *>9» s*—9 • tT/l^T-f y ^ 210 



A TOttMWW, A U, B E C A , C H DE(lK*«r*) f DK(It«Wf!F), E SCitJlft 

W),FRCJWMW)»CB(B»»«P), I TUB***). J P. L U(It«^),NL((2:tt1*Mr),NO. S 
ECfflaHNt) 



*&©$«*»**>*«* t>© : 

ffiftESTA*'* X/< — ©Ma«*<«R-bCflta LTEa** + 
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&»»©ttae«r*i*tfj*«H!r*fc»©*a 

2. E«AftX/< — .©WDS©:*da*filtff *ft«>©*BA^ 

'<-«»©«□««:« sr*4>* < * t> i -3©Ho«*irr**»R-c*-»T. 

«tt«£Ea5fl5»©*n*n©WD6**<s:^«Ht,TattL$ 

fe«K«r6K*flf-*^A-rt©saft»3H©aait!S»ir*fc»«:^^ 

— ©i»*< it i ^ © rana©* a -5 eg**?-* 

&^^?«»«©esffi«^^e©ft4r^©s%©iins&jt^ttmt«^ 
a©sa. 

3. ~*£>x^a<ttHcttL&aLT^*fflE»«a*-i'>''< -©HDB0*a 

5«flBtfT6/£»©?e^«tST*»!R©eH*l «t:e*©A#^©SI«5© 

4- * •J^y^^ttRCtt Ulftll t,TV««t*nBBA * * ©BHD©©* 

* **«»r*/2*>©*a^«nf*H3R©ea* i *c«a©s*~t©ro 
©at&MEiscttmr **»©»». 

s. saa*n. «a*i*^*a©ifeB»fia*^uTftar*c:t©-eft*a« 



©*hs i «<cK«©«#^©*isj©ai&»ejicttffl^* fc*>©a«. 
Kig«©a#^©a*©»ttB<sitic«Mr* /!:»©«!■. 

i<ttE5Bft* ♦ y*< — *©4>* -3©i58aa£»£r &aa« *r * t> 

8i>ftf+ x /^-^tctfratr * **©Ea as«-c $ ^ t > esba© 

fta*&«*£3IA9*J ; 

E»A»W^tt»ic»»tTtt«'r « J: 6 n^©»»citb/N* i> 

-i»^K(sras*«fc»&©#a i 

/<~$»©CHQ«KH8ar*^*< 4:4> n©M□»«*-r*l^^^^¥^« 

ttacwr*E»af-+ x^-rt©EaA«3H<oaa*gaa^*y/< — . 
© una etc «fc o ^a. n* ma o * 6»* asm * -c © aa -c oa-r * tt » c ^ 

-©#* < i o©BuaeB©*#d4aa-r*j:-5ca»a*»aa^^ x 

^aa*» a ^tt o n*> * l/z o r % « «fc a ca« a * 
a«©asa?9cK«©fi#^©sr$9©aaKc«tc«mr«>t©©aa. 

9. *^-?a«><n©^flit-cttfi"r*M*©BBa8atc»a©4#^©a 
«©atta&ictca^r«^«!>©ax. 

10. *^~*^*<4#©aiEfew:a*<ttatcaauftffiac:in*«»«*i 
* «i tcr & M*©a®»8 acE«©ft#-v©a*©«»aeiit:fluai- 1 
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11. Sec. BK&a*J*B»fi*+:"< — .*ALft9*ftttl*< J:-5CE» 

a£ttflr«fc»©ax. 

13. ESB&*- + y ©ttffiatc«LoESftSJR« K8A* ♦ x/< — 
JjoAiCici'l »ttffl?n-J <5lff *©«Him«cEB©.*#^©a»ffltt 

u. ksb a * tc a * era aat4 « *to u * * aattft jn« **v 

is. aiaaft«A<*H-fta^e.«*»5R©Kffl»ugi*cEK©«*^©«ft©a 

is. aa*fi:«^*aia5i{fcw*^«*Bi*©KHiiugiirE«©a«^©Bi 

iKD«*«ejictt*r**i&coaB. 
n. aattn:)n««BurK^&««tt#©KBffu4iK:e«©a#*N©s«©tftt 

is. aa«ft«**MStt«^^**flr*©aHiiu*(i:K«©a#-N©si«j© 

«»Reac<tffit * ©aa. 
is. aa»ft:»*««r/i/3-^*ja:*»*©BH*uiBKE»©a#^©K 

«f©ttftneaci*8r*ft*>©ax. 
zo. b* aaawsaa t *»_t»* » *© «k * a * 

E*©i*^©JB«s©«l6ReacttM t * ft » © ax. 

21. B«±*8*ft**ffl{M<***c»*©«®»2oaK:E«©a#^©2Efc 

22. baas**** Ko^fr^«*tt*©«iffl»8gicEtt©a#-.©si«i© 
ttttB<racttfflrafc«>©Kif. 
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23. sxftsffl*<*ffl&t9j&fe-c * *«*©«a» b *tcK«©a*~>© »»© 
Bi«fsaciMi-«*:ft<DH. 

24 . EX£ SXWSSLABa T IBfU ?ti^*y tt ftttfr * a « If *©«B« 

8*tcE«©*#^©i«ft©att«eacttffir*fc«>©iS!i. 

25. EAA#Slrtraaf*fflT**»3R©»H*8*KKa©a ^©8i»©tt 

teReacttfflr*ft«>©8B # 

26. EXA«<A*©4>i&}«tf^fiimr««3ft©«aas8 2ic3Ett©a*^©m 
»©»*6HGacai«r*fc»©a*. 

27. E»a«<«#©»mttflS{j:ff^r«a«©«Hai8^<c^«©*#-v©»%i 
©nfcBfcaK«Mr*ft«>©ax. 

28. s%A^a#©vifiLV»k:^r«a«©fiaK8gicEB©a#^©s«> 
©«tttttea*cflusr*ft«>©ax. 

23. E»ift^ft#©«feB3RK:ft!^f *»*©eH*BgitcE«©ft*^©Ii«5 

© arc st^a cttfflt-fift*©»!i. 

30. eaa** 1 ; -<r^ Kafcr**tt3R©«fflsi8gi*cE*©«*^©iift© 
ttttiB&acttMrtfcftoss. 

31. esia*<* ^^«%fT%*»«©eH*8 5i«ce«©ft*-v©K*©a 
frausaettarsfcifteax. 

32. SKA* * * b * fctttoSiT * ft Btf o KHfll 8 * C EK©« © 3E*© 
15 ttHte a K ttffi**fc»©M. 

33. E3J /vt* »fStt»-c * * »*© ilK 8 *ic Ktt© © SHfe© 

ttifeH&a tc ttffl r « * ©as. 

34. E*a*<attftfm*wr*»«©BH»8giK:e«©a#^©**©tt»R 
teac«rar*fc«©ax, 

35. E»AA<ftM-MM««r«a«©eBa8«(cejB©A«^©s»©a 
tsat£ac«fflraft»©aa. 

«ttn<satzttiB-r«ft«©tts. 

37. E3IfB^»ffia«:ffi**r«lt*©eB*8«tcE«©a4f'v©»fc©» 



ttafcac{*3r*ftft©sx. 
as. ESBft^tt«Kftffi**r*a5jt©tta5i b *«:£«© a#'N©a«5©att 
n&acttffl r « ft *> ©as. 

39. BSZAftW y/.'J y-cfc6a*©«H»8i)|K:e«©*#<N©Mfe©B» 

40. EKA^-7* >*--/VT**a*©Cffi*B*C£e©S#^©8I*!©fc 

ft»£atctt«r*ft*©aa, 
«. bmpx*** i vT****©«H*8*(cEtt©A#->fflii«j©ett 
Bfca^«fflr«ft»©ax. 

42. 

*st ©«»*§«** ux*a*r * c: & *<-e * . ne^ •> >' > ✓ a<exa * * 

vr( — .emnB<D*ft * ««8t*fcacnD?5$irUTv^ t>©£*# ; 
»M* « c £ *<-C § h J: * c □ ©ttKctt L~ 9 * y ^£ttX S * : 

<c> Esa^«*©i9ia^A«^^tctta^uTSSA€aad«: 

u> ma©a*«»*^T«»r*fc«6»«:Eaa*«#©fia^An*aflc* 

ia^e****ffl«*9istec-rfc»©Esa©««-»-»*a*^. 

43. «Bfxe^E«a?-+^/<-^©C3n«©^ft**a5-r«c:iJb^<c*» 

*©«BlM2ifleEB©EJBa©m*-tt-a*«#tfffi. 

44. aaiBa&<«*<&a**^«*s;y^*a< *ajR©«H»42*c 
Ea©EaLa©H«-«-aaaM». 

45. ttDia^OIi: 

a#©D^^/N^^y^t^L.; 

s^a^^y^-^©Has©*&s*a»U: 



p©ftBctt^*^y^*»atta**6z4, 

* 6 * * »«©KBm42ii ke«©e»&©# a - » - 

46. /N<>i/>'^i^*A'^-*tftiA^«#©a©aa©ifAfeJ:of©^u*« 
njc-r ftia^«»tt*»5ji©«H»42micEa©Eaa©ffl«-«-tt*i2¥ 

47. a ^cdo^kcm^ * v ^^*{aa**«iWK:Eaa^ * x/<— >.®w 
nai©** $ «BDSns^ * EJB&* * x/<-^©8flnaK: *k nfc^an 
& ft *ra □ » © mm Tasut * x a « * »5R©«a*42*K k a© Eaa 
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1 . fcB©#* 

**©?**. 

2. »83©M 

aa. «***£«©#*«:£»«&*«*-*-*£ <fccWL»a**<ktfa*j*© 
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©«t*&**tttf**Sfctt«4>U *LT**j©t>ffl©W»tafc**. 
fflc***©******^**?**. iftLfcJ^c. K«i*ft«^A* 
JKJt***. ±i£tfc«k-5K, h w xtt UUTLtfc ©an***** 

Jinttfeesta&j&i** ©Mine 7** r#jtp* 
* tc: * v % T SIS tt * 0 9 y '< ? ^ J; •) 3 n « £ t X fc i • 

m*^««3ft*aj©Kfci*. w**tMj§**a**o0«*asw«*aa 
**©-e. «£A,£K*cft»att*. ^A«s»aft«)t:iFB 

*©6o«Bi± (*t,-c«)*a©sflj©a«ioo«) c©fh© -;s-©aa' 
^TjE<«<tr*»***T*. cn€.©a*tt. a#©m* a#isi©«»a 

il{£tfja«. Jt«*s *»^tf#tt©4fr»li9J:tf*&ja©»HK:J:** 
©«□«*© *iS?«aA* Citt, J9f a©»**# * ©KtfKtf iEa*8** 



i±t* <-«nti»a2*tifc&) r*tt*, *#©ft«^SD»*<ifli§i:A*.t ■> 
C**. C©«©&att4*©?fliK:i:*#*©3l«f©Hti*a^*. 

*©»** »n«^$hfeK«jcifc^TJ:f?^<K^«it*©8Bft*<anr^ST» 
*n^c^^m*ttJFRcas*i*(Rt:«#©**©«l*«fflt4cffla«:* 

#x i- uA*.ft#©a»L*£tt*«<fc$*s©-c, ,>fco a* 

fc. A#©sj5**^«*#©»s©ttjrt: < fc- ? riE<R«r«©TEa«»*« 
ef5t#©«P« a. flttH* ^ c^KiCias^s fc«*Tia^^tt^t> una 

^ ^-T t/r-frx, 7t*y'/v#A, 7VF 7*^rn^ 
(METHODS AID CGHPOSITIOHS P08 JTOVimSIVE AOnlXISTfiftTIOK OP SEDATIVES, 
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a©tt«*/hLfc»4tt#L^«r^ti««"r*. c©A'-ncj:**a«4«:w 
^a^A<iFa* cine j: o a«0aar©««*? fctt^fs<b*a 



-fi(c±jfi©^rtt©v^rn^K:j:*>«^*n*sift£t^««cA<r*. 

©a««»**«3ic-r*. »«a^*«*M-cj9ra©^#$A»«©Afl+* 

w rr*«»tta»tK:aar*, #<©»«)«. av^-f^^^-auH©*^ 
^/^^^^^©ljj-ft^fcrtaipinfc^c^^ic t^Lufbtf»ffi6 
+*>T'-(a«»Bfcj;cf»«r*©tc*»«w«-ca:safi©^« 
KKia©«at^<fc^aiiic*?v>T-»K:KattH*u< 

#<©a?aEA^$ii«5*Kam+* y^-fa0ro,rttnt:A*ifc 
<«*f*fecfcs. *©tsjnitT, a»©ftaiffl«-©^-«tt 

*LTJ:atfe«l:5tW*J:tfn«^UTltaj^fi«^A*, r*#?«. 

?4 pd vrctsaifl«t^LTai«j*tt*-r*©t:ttfflf « e»Misaa« 
m»*irr*c: t^w^^-eab*. *©$g*ior. m Trttft^j-easitt© 



i*Tttaa«**Cfca*©«*ii-J»K:a&*<*M *^t»T**»^*<,A 
*.TH*afc©«$C*»**;L*. ttflltLT. □flOpHttHfciu 

*a«j, fc<k*tf##c*att#^a£«sw{ca*LfcstBas*#ri:? y/< 
^»*ckcif-<r^ K*«j«a«ctttt)»ia«*aiaL*^. fctiif, -<ys/* 

aitj;^^Mr4:itt, E»A«*©awfK*?^TOT©aattifi#-c 
sttfi^-esiarcjBatt, aim** a^a^^A** chubs* 

tti1l<t;R©a3©=FfS<fc©*j&*ai*. 0*>>fc.S#~©tt£j;*t£tt£*fc*^ 

#tt*a{*r* c £*<3ttt*«ic*?^Tafi*B#T**. 
c © j; •> * a x * * xs a » # * * i c c e a t, * l, x * v- ± r * , 
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*» w e sea * tt»e*^ ft »»M * * * c * c * « ex a © 

^©fttooM^^^ttciwf *$9iii+£»©aejt»#i,TSta©» 

*%$tt. art©ttRia»ccB«a^n*j:$ca£3*fca0Tijtt* -k- 

a" »»rtCE3ia««*C$1-*iiCJ:9cn^<Z)«jft*ai&t-*6 0-C* 
*©+cE3E,ft^* y/f-iBSti/x^ W7**ti. E*i&*- + y^-tiE 

*«&jw**o« y y/< — o^iz. \th\ -7CDRia«*« 

6. />*^y^tt^«©E«tft*JW««»r«^«>©f-*y^-*SU£L*LT 

ssartt»*b< tt, Eati&^+ y^-©Mnffl**&»c»#LTttar*<fc-> 

s^i>vftt*fz\&m&+<r><rt — ©wa«©*# <**«»****>©*& 
o^y </©£»«:«»©:*, amu xy v k aj&si, **:tt*&©atti©!Ha 



»R** MK3t*:icj;»)tti * EaAS**aiBTfl$8l*7 8 * 

t«L,fcmflfe«fcr*. *^-«»^-LTma©a©ijfln0*attjtTf ©aa* 

*«9!©ttB*|©X«©»f; Ut^*JB«iC4st>T. Ea&tt»« L- < tt>x* s; 

y^ctt«t.fctt*fl:jg7r#*n*. «fflfiwc#a©»«*A*i*fc»©ai 

y k*b, -a«a©aa*<aaRsnfcajft#©a^t»ttaK-i.*^fttcflie> 
BiUimu7t:t«. cnttn©ttae«*^ura*^a4r*a# 
©^ttjyic^<c*>©«aiT!«>*. 

^WttifcJi^S^iaflc^aaa y ba-ns+tm&ZbKT «. chit 

^Ro*»TX*iKs, a%a*a*t*a%£t*ataKM©attam 
K-x^©jc»itatttxyfcE*ctt^aac»«*^5, ft 

aa«©affltt. «*aa**»-r*^»tr« < {S4aatc*r^*a*©ft#© 
fta«attr«. 



«©/£©ti»<»«*^i,T*#©iaia-ifiat:A*. a**jtt«fctt*^ 

r*a*> cwrfi^A^seoaajtc^^^-tt, aft^asjiaje;*?!* 
^«TfiiKK-A*Bt<K *fcitaeia*aoE 
« r ^a© a* £ tt!*r * . 

2ti«T*a^-c#ft«^-.©a*)i«4©a»tt*<*»w©ttm^L,T«i: 
^^ra'^Kc*tt*c^*<«^,a^>^^!**^. a«3Jt»<»*t:^ oa«R$n*-taa 

HW©ffl*«ft9J 

a i HUs *5aw«ffirt©-a«n»©-fiPBra^»ajrTaaaT**. 

a 2 Bltt. ESKa^ ♦ l EtcW^L fc3t«J£ft©x8aaT? 

*«. 

a 4 Btt. *&9iamo9i©xaMi**©a&B-cfc«. 

a 5 at*, saaf- * y^-as»€^r» 4 hk:«#$ nfcajsa«©aaa 

a g Ha. a 4 Btcj**ft/tsttt*i{«© s - s tscid * *«Kffi»i:*& # 

a 7 Btt. EJK&* + y ^-«65**r *ftflttfflW© S h K J5?©*«JB»© 

asan. a7Bc9(7«nfcxana©n©aaia'e»c. 

aioai*. asHc:«*$n^aaiB*©io-ioac?6r,fc«Bfasar»*. 
aiiBtt. E«fif-*y/*-*isi^r*/i©©aaL.fc8i2**r*58^eH 
rt©w©aaa***raaBTab*. 
ai2an. aiiBt^^aaa*ii®i8-i2«c»-,fc«aHB-e**. 



misa ti«#©n a ©kk c » unit * *»a«fflft© $ & cH©x*afft 
*natt*a* i ©*****-( y>* y©««a£ii©fc»©i*ratti&w 

#* unju*«»©»»*i2a 
t. 

^a^rar*, nmizm^st, #»©**«*£■£::>*<? 
Kaar*ao*aafl*#jBr*. *fcs©»-©«&© 
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aA£j*am©a(£a*a©4££m&*adE*at!!r« *w« < . ta^aar^ 
*tts{i*©jft#©«««auar*. 

«*©E*&©aattc*a. ±*asjE»&a^a«tt&T©tt**#©]E»fi 
(*«raa««t*ffir*j**. ^©EaAK^aattaawaeMHcj^ses 
*©»Ht:*?fc,T«4*n^*Km»a©^tt»ti. 

C**nxv^«V>»^J;9 fcEa&i«fc Ko^«A3nT^*»^!6<« 

* asfrr «BaAaaa£tt^fc£*iS«nwB-?*«c uslti^. * 

tA,^^-©Kjeaaaa**^ft . 
t Ko*^rot:;i,*^ D -xJsj:c;ft©§m«flE|r^»©<t^o-^R»* 

*369i«Hfc©EaA**©-tt± U^ttAS A*K«IHIM€aoir«. 

fltt^^tts^Ktt^rwtt-ctt^^^un*^. Baa-eft* la x ma 
to © a s * n a * tiff k - j. © /n * v v <r ^ v ft ire t> «t t 



46^ * * K/wta*/tttttt»*ma*«ff r * z taaar «. 

«fFHttB K-Aji^eia-r* s t«:*^»aE©fc»©Ma©-^]a 
* u * fc iti^ff « J»^ai»©«^tffiiir * . 3?fj©aa&4£ ^at™* 
6*tt->T. **Wlfi««5«:^^**^3£©l»raTt^tyt»**«»«1-*fc» 

*a*KHW©ttSK-i.»*a:A#©i4jeE^«»sa?a*«a-ri©T, ex 

EKA^a«©«tt^«^ < €.*-«ttSn«©T, ««©tt«U?J;oc 

*ftw©8i©«»<n*®ttte«K-^©BiCA»wrt©aaafl:w©aA-c» 
aa*/t«iiimntt^jttftt«f4«ftciii-fitt«aatt*ffii±r*j:? 

♦p?. «:ft«QS^©ss«<ttf^(£tt. e«ctto©«i»*aaL*n»nft 

i? <*: IP«li5tta» © t © tt« *< -C ft « J; c f * . 
±£©£Sec&J;l-C. a^atS»a£fcttK5EaA<E3Jia«3R^fflA5n*. 

cin^ctt. 8A*«* #«c©{twtfctttt©a*»c 

2. 4:«9T©SS 



ffll*r«fc»©ESfi^ + y/<-treS-r-<9T**, SSBA^^- y^-USI 
ftft y/*-- s ©flBUMHUe-r EJRAf- y/<-«at*4#© 

ortcxttfftcfissiuTttEr *©*<»* #»«Fi«tta^aiL-cEJtt 

te»©*»*#C*. /^fv^fc^tfEJSA^T v/^-«>«|flfcicU>t 

^T, S8flf-t y<-*8Sttatt©^s *IU x'JvK »©*/i:ttf6©H 
WtrESAf-i- y^-MDB*0*r * A»t:*a^fcl«n854*<;. E8iA^ 
* yAt-atai^«©3V:*3*J:tf»**«rL*LTE3iA^*y/v-IWnfiBC 

rasr*wDafj**r*afl!«wu »*k «ema^ + y^-astecasux 
taar*. 

*)Eaa*-^ y/<-<»:i&a©i«©«»«BB«*o^^a^wa4T?«ft***^ 
»*«*«©*<»* n*. cncft*>^T. »H«i:ft«r*E»aai«aBa*. 
E a A *■ ♦ y a - hp » Jt © * /<-* c: t c a 9 aw l t t> «k 

Ett*5SW«Hl*J©5£a©l»< ^^©^I(Ett***«ja«l©«*T**. 

taai*Mtii<> a^Hta^ttHta^sni. * 1 a-a 3 

*c. Eaaf-K^A-ttRsgjiia^^y^-ffBie^wL,, cn^ss&f 
+ y/<-Hnffii8t pasr *a©£ass*2o*<Eaa* * ^/<-rtt:cta 

Ratt©aBJ»22«E»A*-*x/<-a»l5iBi;Aft W0R© I 

-3©*Rj5«:ae«©HD6B24tpaa-r*. a»r«22ttE*A^^ 
a»(,-c{fl[ar«©^ct,v«. afflRK<aar*»*»m6tt, ftHK-^ 
4#©nf*3©isa^«» Ltiait* j: cs^ns. « ^ y v<fn^n^ 
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Abstract 



Apparatus and method fcr the dose-to-effect transmucosal administration of medicaments are disclosed. 
The invention relates to a disk-shaped control member (22) defining a plurality of openings (24) on one 
semicircle of the control member (22), positioned adjacent the medicament chamber base (14). An 
adhesive material (26) located on the control member (22) rotates relative to housing (12) to increase or 
decrease the effective area of medicament chamber opening (18). 
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